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REMARKS 



... ,„„ riaims 33 54 and 73 have been amended, 
-82havebeenwilhdrawnftomcons.derat.on. Claims33,5 

following remarks. 

C aims 33 - 40, 54 - 61, and 73 - 78 stand rejected nnder 35 U.S.C, § 112, first 

toversethisreiecdon. ^ ^ specification a. filed teaches by 

Ir making the rejecflon, the Exammer states in p , 

•„ -..mFDG-1 andEDG-3.. . which target specific EDG-1 and 
way of example specific antisense to EDO l ana cl> 

EDG-3gmcsSomhuman..."(Paperl5,Page3). . lmmFDG , 
C,ahns33,54and73haveb«name^en ra claimanan n sense tt >hnmanEDO- 1 

and/or El )G-3. 1 , f 

TaeExaminer^erstates-Asargaedpreviously.theretsa^ 

■ . .^artfordesignoffunctioiialantisenseabsentthesequen^ 
unpredic ability in the antisense art for design on 

,ii™™ii*1ae of suitable regions which are open to binding 
structure of the target sequence and knowledge 01 suitao p 

bv a particular antisense sequence" (Paper 15, Page 4). 

daimsSS 54 and 73 have been amended to claim an antisense to human EDG-1 

^^^^ 
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the EUU recep ^ 
jsrequesled. 

Ir making the rejection the fcxaminer si<hc 

♦ unr 1 and EDG-3 receptors" (Paper 15, Page 5). 

description. to ^ sequences of EDG 

T^bTaST prcgram available thro^NCffl. Exhibit 1 sho« <hen**A 
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the EDG-l mRNA at nucleotides 118-142. Alignment of the EDG-1 primer 1 sequence and 
fceEDG-lrnRNAinExmbit^shows^ 

orientate to nucleotides 118442 in the 5« untranslated region of me EDG-1 mRNA. Thus, 
theGoet.lEDG-l primer 1 is not an antisense oligonucleotide wherein the anUsense 
oligonucleotide includes the translation initiation site of the EDG receptor. 

Regarding the Goetzl EDG-1 primer 2, Exhibits 3 and 4 show attempts to ahgn tins 
primer in both a sense and an antisense orientation with the EDG-1 mRNA. No significant 
alignm en:isobtamed^ 

which EDG-1 sequences primer 2 is designed to bind. It is clear, however, that pnmer 2 is 
not an an isense oligonucleotide wherein the antisense oligonucleotide includes the 
translatio a initiation site of the EDG receptor. 

Goetzl also discloses primers for the EDG-3 mRNA. Exhibit 5 shows the mRNA 
sequence of EDG-3. Exhibit 6 shows the BLAST alignment of the Goetzl EDG-3 pnmer 1 
and the E DG-3 mRNA As is clearly shown in Exhibit 5, Pages 1 and 2, EDG-3 pnmer 1 
correspondsmasense oriental 

is well wrtbin the coding region of EDG-3, as the ATG initiation codon is at position 1 . 
Thus, the Goetzl EDG-3 primer 1 is not an antisense oligonucleotide wherein the antisense 
oligo'nuc eotide includes the translation initiation site of the EDG receptor. 

Regarding the Goetzl EDG-3 primer 2, Exhibit 6 shows the alignment of the antisense 
version cf primer 2 with the EDG-3 mRNA. Primer 2 corresponds in an antisense oriental 
to nucleotides 1 101-1 123 of EDG-3. Thus, the Goetzl EDG-3 primer 2 is not an antisense 
phgonuc eotide wherein the antisense oligonucleotide includes the translation initiarion site 

of the EI >G receptor. , 

lo anticipate a claim, areference must disclose each and every element of the claim. 
Levmar Marine v. Varientlnc., 3 U.S.P.Q.2d 1766 (Fed. Or. 1987). Applicants submit that 
none of Ihe EDG-1 or EDG-3 primers disclosed in Goetzl are antisense oUgonucleotdes 
wherein he antisense oligonucleotide includes the translation initiation site of the EDG 
receptor Indeed, none of the Goetzl primers includes the ATG initiation codon of an EDG 
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receptor, ene, a,d only one * -hree **» — - * - — " 

Jofto EDG-3 gene. Applied submit .hat - tore is * l~ one — - - ^< 

Mspend,*. CUm. 33. M - 73 that is no. disclosed by Goer* recons.der.uon and 
witt ^„ ll o f u.ereiec ti onunder35U.S.C.^02 to Goe tt lUr^es.ed. 

c aims 33 - 35 54 - 56 and 73 - 75 stimd rejected nnder 35 U.S.C. § 102(b), as 
a 11 eged 1 yan.ic,pa.edbyWO991 85 13m_Ge„ese^n01databa S eac«ssionnumber 

AAX365 73 .0 Erikson et al. ("Erikson")- Applicants traverse this rejection. 

E'ikson is directed to methods for denting compounds to. modular to activty of 
anXPA.xep.or. O^^^^^m^^^^ 
Page 30 „. and antisense primer pairs used «o amplify me coding regions of EDG-1 and 



EDG-3 



fc making me rejection, me Examiner states "W09919513 teaches an oligonucleotide 
„ f M 1— comprising bases 1-1S of bom instant SEQ IDNO:l and SEQ ID *W (Paper 

^primer sequences of Erikson have been compared to. the sequences of to EDG-1 
and EDC-3 mRNAs. As shown in Exhibit 8, SEQIDNO:10 encompasses nucleotides 241- 
264 of to EDO-1 mBNA, including the initiation codon in a sense orientation. Th.s 
oHgom.c eo.idedoesno.enoompassins^.SEQ.DNO:! asinstim,SEQIDNO:l isan 
aatisense oligonnclectide. As is known in me biochemical arts, sense and antisense 
oUgonnceotidesareehemicaUydistinCconrpounds. SEQTDN0:11 of Erikson ,s an 
antisense oligonucleotide mat spans nucleotides 1369-1389 of the EDG-1 mKNA. As 

antisense oligonucleotide .0 EDG-1 wherein to antisense oligonucleotide mctudes to 
translati<n initiation site of to EDO receptor. 

A s with to primers to EDG-1, to Erikson primers to EDM have been compared to 
th eseqn,^oftoEDG-3nu W A.Asshow«mExhibi.9.SEQIDNO ; 12ofErikson 
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orient. H* oligonucleotide does no. encompass SBQ ID NO.2 as SEQ ID NO:2 is an 
antisense oligonucleotide. As is known in toe biochemical arts, sense and antisense 
oKgonucl^desarechemical^distinctco^pounds. SBQmNO:13 ofBriksonisan 
annsenseoUgonncieoadetatspansnucleo.deslllS-UTofu.eEDG-SmENA. As 
iTmstrate, in Exhibit 9, Erikson et a!. SEQ ID NO:l3 is no, an antisense oligonucleot.de tat 

an antisense oligonucleotide toanEDG-3 rector wherein the antisense oligom.cleot.de 
includes 'he translation initiation site of the EDG receptor. 

B .sed on the evidence submitted in Exhibits 8 and 9, Applicants submit tat Enkson 
does no, Usclose oUgonucle«ides that comprise SEQ ID NOs: 1 and 2. Further, Applicants 
submit tfa a, Erikson does not disclose antisense oligonucleotide, wherein the antisense 
oligonucleotides include the translation tarnation site of an EDG gene. Tie two primers of 
Erikson t,rat include the translation initiation site are both sense primers, not antisense. 
Reconsideration and reversal of me rejection under 35U.S.C. § 102 «o Erikson is therefore 
respectfu lly requested. 

Claim Rq ^Hnng Under 35 US.C. 3 103(a) 

Claims 33 - 40, 54 - 61 and 73 - 78 stand rejected under 35 U.S.C. § 103(a),as 
allegedly unpatentable over Goetzl and Erikson in view of either U.S. Patent No. 5,801,154 
to Baracchini et al. ("Baracchini") or U.S. PatentNo. 5,951,455 to Cowsert ("Cowsert"). 
Applican ts respectfully traverse this rejection. 

Baracchini discloses antisense oligonucleotides that inhibit the expression of 
multidru^resistance-associatedprotein. Baracchini further teaches various suitable 
modifications of the antisense oligonucleotides. 

C owsert teaches antisense oligonucleotides that inhibit the expression of human G- 
alpha-11 amemberoftheGqsubfamilyofGproteins. Cowsert further teaches various 
modifications of the antisense oligonucleotides. 
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In making the rejection, the Examiner states "Goetzl and WO0019513 are relied upon 
to teach oligonucleotide compositions having nucleic acid sequences which hybridize to 
EDG-1 and EDG-3 . . .Baracchini and Cowsert are both relied upon to teach design of 
antisense oligonucleotides to aknown target gene and modifications of said antisense for 
improved function in vitro" (Paper 1 5, Page 7). 

A * described in detail above, neither Goetzl nor Erikson disclose antisense 
oligonucl eotides to EDG-1 and/or EDG-3 that inhibit expression of an EDO receptor and 
wherein the antisense oligonucleotides include the translation initiation site of an EDG gene. 
None of the primers of Goetzl include the translation initiation site of an EDG gene. While ; 
SEQ ID NOs: 10 and 12 of Erikson include the translation initiation codon, neither primer is , 
an antisa ise primer. Further, the Erikson primers are taught as primers for PCR 
amplification of EDG genes. As is known in the biochemistry art, PCR amplification 
requires cheating step to separate nucleic acid strands. Such aheating step could also melt at 
leastsoneofmesecondarystmctureofanmRNA. Thus, Erikson does not teach primers 
mat necessarily bind to EDG mRNA under non-denaturing conditions. Erikson teaches sense; 
primers Mat can be used to amplify the EDG-1 and EDG-3 mRNA under the conditions of a 
PCR reaction. As stated by the Examiner "there is a high level of unpredictability in the 
antisense art for design of functional antisense absent the sequence structure of the target 
sequence and knowledge of suitable regions which are open to binding by aparticular 
antisense sequence" (Paper 15, Page 4). Applicants submit that Erikson teach sense primers 
that bind EDG- 1 and EDG-3 under the conditions of a PCR reaction, but fail to teach 
antisense ohgonucleotides that inhibit the expression of an EDG gene under "native" 
conditio!*. There is no teaching in Erikson that would suggest that the initiation codon of 
EDG-1 crEDG-3wouldbeavaUableforbindinganantisenseoligonucleotideundernative 

structure, conditions. Applicants thus submit that there is no teaching in Goetzl or Erikson of 
antisense oligonucleotides to EDG-1 and EDG-3 that inhibit the expression of an EDG gene , 
and wherein the antisense oligonucleotide includes the translation initiation codon. Further, j 
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ofEDG-1 M EDG-3 W o< 1 l<lbeavaiUblefoiantis=n S eoUgo n ucl»tid e l>.ndmg. 
^oo^tio.^C-thanEDGg^. V^ebomB— *. -0»- 

initiationccdonofmeEDGgeneswouldbeav^^ ! 
Neia.ern^oeprovid^.eachtagas.owbichregio^ofEDO.l or EDG-3 would be ; 

suitable tirgets for antisense oligonucleotides. 

F, ,r an obviousness rejection to be proper, the Examiner must meet the burden of . 
establishiogapn^case of obviousness, i.e„ that aU elemeu* of the invention are ; 

„ „ , 5 U.S.P.Q.2d 1596, 1598 (Fed. Cir. 1988); In Re 165 U.S.P.Q. 494, 496 = 

(C.C.P.A. 1970); i*. v. C^i»>-»>** Co., 927 U.S.P.Q^4 1016, 1023 (Fed. ■ 

Cir. 1990. _ . 

Applicants submit that there is no motivation to combine the PCR primers of Goetzl , 

orE^o.wimmeantisensetechniqu.sofB^^ ; 
invent™. While Goetzl does teach antisense inhibitibn, as stated previously, Goetzl teach ■ 

Figure * There is no teaching in Goetzl to suggest that the primers used to amphfy the EDO 
genes wotdd be suitable for the inhibition of EDO gene expression. There is no teachmg > 
any of cited references that would suggest to one of onlin«y skill in the art wtach 

avauableforbindingtoanantisenseoligonucleoude. AppUcants submit ma, even tf one of 
skill in tl te art were to attempt to design antisense oligonucleotides to an EDG receptor, there ; 
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is no teaching in any of the references that would guide one to sequences including the 
initiation codon. Further, given the unpredictability in the antisense art referred to by the 
Exarninenevenifoneweretou^^ 

inhibit ge ,e expression, there is no expectation of success. As is weU-known in the antisense 
art particular sequences maybe inaccessible to bmdingby antisense oligonucleotides after 
due to RNA structure or the presence of RNA binding proteins. Thus, even if one were 
motivated to combine the references, there is no expectation of success. Applicants subnut 
that the E Kaminer has failed to establish tprima facie case of obviousness. Reconsideration 
and withtlrawal of the rejection under 35 U.S.C. §103(a) is therefore respectfully requested. 

It is believed that the foregoing amendments and remarks folly comply with the 
Office Action and that the claims herein should now be allowable to Applicants. 
Accordingly, reconsideration and allowance is requested. 

Ii there are any additional charges with respect to this Amendment or otherwise, 
please charge them to Deposit Account No. 06-1 130 maintained by Applicants' attorneys. 



Respectfully submitted, 

TIMOTHY HLAETAL 

CANTOR COLBURN LLP 
Applicants' Attorneys 




LeahM. Reimer 
Registration No. 39,341 
Customer No. 23413 

Date- May 10, 2002 

Address: 55 GriffinRoad South, Bloomfield, Connecticut 06002 
Telephone: (860)286-2929 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 
Amarkec-up version ofClaims 33, 54 and 73 follows: 

3- . (AmendedVMarked-up) An antisense oligonucleotide, wherein the antisense ; 
oligonucleotide inhibits the expression of a nucleic acid molecule encoding a Jujjnann EDG-1 : 
. nri the, antisense ^nucleotide includes the translational initiation site of j 

the EDG- 1 receptor . 

54. (Amended/Marked-up) An antisense oligonucleotide, wherein the antisense ; 
oligonuc) eotide inhibits the expression of a nucleic acid molecule encoding a human* EDG-3 j 
~«. T tnr . rHd therein the antisense oligonucleotid e includes the transitional initiation site of j 
the EDG- 1 receptor . 

7: 5 . (Amended/Marked-up) An antisense oligonucleotide, wherein the antisense j 
oligonucleotide inhibits the expression of a nucleic acid molecule encoding a humann EDG-1 j 
or EDG-: i ^T t " r anrf wherein me anti sense oligonucleotide includes the translational | 
initiariftn rite of the EDG-1 o r EDG-3 receptor. 
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